Much study has been devoted to the subject of the pathogenesis of fever (1). VENULET and co-workers (2-5) have investigated the peripherial mechanism of action of lipopolysaccharide isolated from E. Coll and have shown that the pyrogen response in rabbits is accompanied not only by hyperglycemia but by a decrease in blood lactic acid. These workers, moreover, have localized the cellular site of action of pyrogen in that the activity of mitochondrial succinic dehydrogenase in liver cells is increased at the peak of the temperature rise. The succinic dehydrogenase activity was measured by the method of SLATER and BONNER involving the blockage of cytochrome activity by cyanide and the acceptance of H 2 by methylene blue (6). In another series of experiments the response of rabbits to pyrogen was studied in association with the action of Lysergic acid diethylamide (LSD) which is a central stimulator as well as 2,4-Dinitrophenol (DNP) which is a peripheral stimulator (7). The results indicate that the O g consumption of liverslices increases following the use of DNP but the hyperthermic response itself is temporarily abolished in the presence of CQ 4 -induced liver damage. In the case of LSD, its effect is maintained in spite of liver damage and the O 2 consumption remains unchanged. The implication here ist that pyrogen exerts a peripheral effect. -The above data suggests
Much study has been devoted to the subject of the pathogenesis of fever (1) . VENULET and co-workers (2-5) have investigated the peripherial mechanism of action of lipopolysaccharide isolated from E. Coll and have shown that the pyrogen response in rabbits is accompanied not only by hyperglycemia but by a decrease in blood lactic acid. These workers, moreover, have localized the cellular site of action of pyrogen in that the activity of mitochondrial succinic dehydrogenase in liver cells is increased at the peak of the temperature rise. The succinic dehydrogenase activity was measured by the method of SLATER and BONNER involving the blockage of cytochrome activity by cyanide and the acceptance of H 2 by methylene blue (6). In another series of experiments the response of rabbits to pyrogen was studied in association with the action of Lysergic acid diethylamide (LSD) which is a central stimulator as well as 2,4-Dinitrophenol (DNP) which is a peripheral stimulator (7). The results indicate that the O g consumption of liverslices increases following the use of DNP but the hyperthermic response itself is temporarily abolished in the presence of CQ 4 -induced liver damage. In the case of LSD, its effect is maintained in spite of liver damage and the O 2 consumption remains unchanged. The implication here ist that pyrogen exerts a peripheral effect. -The above data suggests that the pyrogen test might be used to distinguish between the various forms of liver disease (8). For example, it would be predicted that patients with diffuse liver damage such as that occuring in infectious hepatitis would react less intensely to pyrogen than normal humans. With this in mind, we studied the pyrogen response in three groups of humans: Ten human subjects free of liver disease, eleven patients with infectious hepatitis and eleven patients with cirrhosis. Pyrogen was given intravenously in a dose of one microgramm. The lipopolysaccharide was isolated by the method of PALMER and GERLOUGH (9), as modified by WESTPHAL, LUDERITZ, EICHENBERGER and KEIDERLING (10). Half hourly temperatures were recorded until the temperature began to level off. Blood for liver function tests was drawn before and after the use of pyrogen (bromsulphaleine, SGPT, SCOT, alkaline phosphatase, thymol turbidity, cephalin floculation and bilirubin tests). The table shows the mean temperature rise in the three groups of people studied together with the SGOTand SGPT-values. The mean temperature rise for the normals is 1,45°, for the cirrhotics 1,85° and for the hepatitics 1,03°. -It was noted by us, too, that most of the hepatitics, unlike the other patients, failed to complain of chills, headache und muscle aches. In summary, the pattien with hepatitis responds to E. Coli pyrogen less intensely than normal humans, while the cirrhotic responds in exagerated fashion. Why this is so with the cirrhotic is perhaps a matter of succinic dehydrogenase activity and we plan to measure the activity of this enzyme in liver biopsy specimens before and after pyrogen administration.
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